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DETAILED ACTION 
Election/Restrictions 
Restriction is required under 35U.S.C. 121 and 372. 

This application contains the following inventions or groups of inventions which are not 
so linked as to form a single general inventive concept under PCT Rule 13.1. 

In accordance with 37 CFR 1.499, applicant is required, in reply to this action, to elect a 
single invention to which the claims must be restricted. 

I. Claim 1-4, 20, and 23 drawn to a method of accelerating blood clot 

dissolution or a pharmaceutical composition comprising anionic phospholipid-binding protein. 

II-IV. Claims 1, 3, 4, 5, 6, 10, 11, 14-17, and 20-23, drawn to a method of 

accelerating blood clot dissolution or a pharmaceutical composition comprising Xaa, XaP or 
Xay, respectively. 

V-VII. Claims 1,3,4, 5, 6, 10, 1 1, 14-17, and 20-23, drawn to a method of 

accelerating blood clot dissolution or a pharmaceutical composition comprising Xaa and 
XaP, Xaa and Xay, or XaP and Xay. 

VIII. Claims 1, 3, 4, 7, 8, 12-17, and 20-23, drawn to a method of accelerating 

blood clot dissolution or a pharmaceutical composition comprising Va. 

IX-Xl. Claim 1,3,4, 9, and 20-23, drawn to a method of accelerating blood clot 

dissolution or a pharmaceutical composition comprising Xaa and Va, XaP and Va, or Xay and 
Va, respectively 
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Xll-XXl Claims 18 and 19, drawn to a method for detecting a fibrinolytic potential 
in a subject comprising measuring the level of Xaa, XaP, Xay, Va, Xaa and XaP, Xaa and Xay, 
XaP and Xay, Xaa and Va, XaP and Va, or Xay and Va, respectively. 

The inventions listed as Groups I-XXI do not relate to a single general inventive concept 
under PCT Rule 13.1 because, under PCX Rule 13.2, they lack the same or corresponding special 
technical features for the following reasons: the coagulation proteins Xaa, XaP, Xay, and Va 
have different structures and fimctions and therefore lack unity of invention a priori. 
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Inventions II-IV and VIII are related as subcombinations usable together. Inventions V- 
VII and IX-XI are related to inventions II-IV and VIII as combination/subcombination. The 
claims are drawn to methods which require administering at least one coagulation protein to 
accelerate the dissolution of a blood clot. The claims are directed to numerous distinct methods 
recited in the alternative. The language "at least one coagulation protein" requires that one, two, 
three, four or five of the five recited coagulation proteins are administered. For example, a 
method requiring Factor Xaa is distinct fi-om a method requiring Factor XaP because the 
methods have a different mode of operation, do not overlap in scope, and they are not obvious 
variants of one another (see MPEP 806.05(j)). Each of the coagulation proteins has a distinct 
chemical structure and function. 

The claims encompass many subcombinations which are disclosed as usable together in a 
single combination and which are also separately usable. For example, consider the following 
combinations of "one or more" coagulation proteins: 

Subcombination (A): Factor Xaa 

Subcombination (B): Factor Va 

Combination (A+B): Factor Xaa and Factor Va 

Each of the combinations of coagulation proteins are related as subcombinations 
disclosed as usable together in a single combination. The subcombinations are distinct if they do 
not overlap in scope and are not obvious variants, and if it is shown that at least one 
subcombination is separately usable. In this case subcombinations (A) and (B) do not overlap in 
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scope and there is no evidence on the record to suggest that they are obvious variants of one 
another. The subcombinations are separately usable as evidenced by their presentation in the 
alternative within the claims. Further, subcombination "A" has separate utility such as in the 
removal of fusion tags, such as the common histidine tag, from expressed proteins. So, 
subcombinations (A) and (B) are distinct. See MPEP § 806.05(d). 

These subcombinations are also distinct from the combination which comprises them 
because the combination does not require the particulars of the subcombination as claimed to 
show novelty or unobviousness and the subcombinations have utility by themselves or in another 
combination. The fact that the claim encompasses an embodiment which relies on only 
subcombination (B) is evidence that the details of subcombination (A) are not required for 
patentability of the combination (A+B), and likewise, the fact that the claim encompasses an 
embodiment which relies on only subcombination (A) is evidence that the details of 
subcombination (B) are not required for patentability of subcombination (A+B). The fact that 
the claim encompasses embodiments which use only subcombination (A) or subcombination (B) 
is evidence that the subcombinations have utility by themselves. 

This example particularly discusses only the combinations (A), (B) and (A+B), but the 
same analysis could be applied to each of the different subcombinations and combinations set 
forth in the instant claims. 

Invention I is related to inventions XII-XXI. The related inventions are distinct if: (1) the 
inventions as claimed are either not capable of use together or can have a materially different 
design, mode of operation, ftinction, or effect; (2) the inventions do not overlap in scope, i.e., are 
mutually exclusive; and (3) the inventions as claimed are not obvious variants. See MPEP § 
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806.05(j). In the instant case, the inventions as claimed have a materially different design as the 
method of Group I utilizes anionic phosphor-lipid binding protein and the methods of groups 
XII-XXI use Factor X or Factor V derivatives or combinations thereof. Furthermore, the 
inventions as claimed do not encompass overlapping subject matter and there is nothing of 
record to show them to be obvious variants. 

Inventions XII-XXI are related to inventions II-XI. The related inventions are distinct if: 
(1) the inventions as claimed are either not capable of use together or can have a materially 
different design, mode of operation, function, or effect; (2) the inventions do not overlap in 
scope, i.e., are mutually exclusive; and (3) the inventions as claimed are not obvious variants. 
See MPEP § 806.05(j). In the instant case, the inventions as claimed have a materially different 
design as the method of Group XXII measures the level of coagulation proteins and the products 
of groups X II-XXI are for the administration of coagulation proteins. Furthermore, the 
inventions as claimed do not encompass overlapping subject matter and there is nothing of 
record to show them to be obvious variants. 

Applicant is advised that the reply to this requirement to be complete must include (i) an 
election of a species or invention to be examined even though the requirement may be traversed 
(37 CFR 1.143) and (ii) identification of the claims encompassing the elected invention. 

Applicant is required to select a single invention, ie, a single coagulation protein or a 
single combination of coagulation proteins required for the claimed methods or pharmaceutical 
compositions. The invention may be a method or pharmaceutical composition involving a single 
coagulation protein, a combination of more than one coagulation protein but less than all of the 
disclosed coagulation proteins or a combination of all possible claimed coagulation proteins. 
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However, an election of a single invention, ie, a method or pharmaceutical composition 
involving a single coagulation protein or a single combination of coagulation proteins is 
required. This restriction requirement is predicated on the fact that the methods and 
pharmaceutical compositions which use different coagulation proteins or different combinations 
of coagulation proteins do not appear obvious over one another. 

The election of an invention or species may be made with or without traverse. To 
preserve a right to petition, the election must be made with traverse. If the reply does not 
distinctly and specifically point out supposed errors in the restriction requirement, the election 
shall be treated as an election without traverse. 

This application contains claims directed to more than one species of the generic 
invention. These species are deemed to lack unity of invention because they are not so linked as 
to form a single general inventive concept under PCT Rule 13.1. 

The species of conditions are as follows: thrombosis, platelet hyperactivity, cardiac 
ischemia, wound, cardiovascular disease, atherosclerosis, or myocardial infarction. 

The species of fibrinolytic agents are as follows: plasminogen activator, urokinase, or 
streptokinase. 

The species of thrombin inhibitors are as follows: hirudin, bivalirudin, lepirudin and 
heparin. 

Applicant is required, in reply to this action, to elect a single species to which the claims 
shall be restricted if no generic claim is finally held to be allowable. The reply must also identify 
the claims readable on the elected species, including any claims subsequently added. An 
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argument that a claim is allowable or that all claims are generic is considered non-responsive 
unless accompanied by an election. 

Upon the allowance of a generic claim, applicant will be entitled to consideration of 
claims to additional species which are written in dependent form or otherwise include all the 

limitations of an allowed generic claim as provided by 37 CFR 1.141. If claims are added after 
the election, applicant must indicate which are readable upon the elected species. MPEP 
§ 809.02(a). 

The species listed above do not relate to a single general inventive concept under PCX 
Rule 13.1 because, under PCX Rule 13.2, the species lack the same or corresponding special 
technical features for the following reasons: the conditions involve different patient populations 
and the fibrinolytic agents and thrombin inhibitors have different chemical structures and 
therefore lack unity of invention a priori.. 



Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Christina Marchetti Bradley whose telephone number is (571) 
272-9044. Xhe examiner can normally be reached on Monday-Friday, 8:30 A.M. to 3:30 P.M. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Cecilia Xsang can be reached on (571) 272-0562. Xhe fax phone number for the 
organization where this application or proceeding is assigned is 571-273-8300. 

Information regarding the status of an application may be obtained from the Patent 
Application Information Retrieval (PAIR) system. Status information for published applications 
may be obtained from either Private PAIR or Public PAIR. Status information for unpublished 
applications is available through Private PAIR only. For more information about the PAIR 
system, see http://pair-direct.uspto.gov. Should you have questions on access to the Private PAIR 
system, contact the Electronic Business Center (EBC) at 866-217-9197 (toll-free). If you would 
like assistance from a USPXO Customer Service Representative or access to the automated 
information system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 



/Cecilia Xsang/ 

Supervisory Patent Examiner, Art Unit 1654 



/Christina Marchetti Bradley/ 
Examiner, Art Unit 1654 



